Analytical validation
All mutations identified have to be confirmed by a second, independent test (PCR, qPCR, sequencing, MLPA). The segregation of the mutation should be confirmed in the parents and further relatives. Pathogenicity of novel missense alterations has to be verified by testing a set of at least 100 control chromosomes of the same ethnic origin and by in-silico prediction methods. To confirm their pathogenic nature, splice site variants should be characterised by cDNA analysis.
1.8 Estimated frequency of the disease (incidence at birth ('birth prevalence') or population prevalence) Cystinuria: birth prevalence: 1:7000 (HCS/2p21 deletions: 1:1 000 000) 1.9 If applicable, prevalence in the ethnic group of investigated person Cystinuria: 1:2500 in Jewish Israelis of Libyan origin, 1:100 000 in Sweden.
HCS: allele frequencies for the most common deletions in Belgium: 1:333-1:7700. 9 
Diagnostic setting
Comment: Large genomic deletions in 2p21 include at least the SLC3A1 and PREPL genes; in the homozygote state the 2p21 deletion is associated with the hypotonia-cystinuria syndrome. 
TEST CHARACTERISTICS

Will disease management be influenced by the result of a genetic test?
Patients with a preclinical diagnosis and therefore not yet formed renal stones, should not be treated with cystine-binding drugs (tiopronin or penicillamine). They should, however, be encouraged to drink water, particularly before going to sleep, to dilute urine overnight. The use of potassium citrate should also be discussed, at least in those patients with highest level of cystine. 
Which options in view of lifestyle and prevention do a person at-risk have if no genetic test has been done (please describe)?
Reducing the intake of protein is really difficult: reducing cystine intake is ineffective as it is converted from methionine and compliance to a lifelong reduction to protein is unlikely to be followed by the patient. Increase in oral fluid assumption is instead easy to achieve and it must be recommended, in particular in case of diarrhoea, vomit, fever or other reasons for temporary dehydration. 
IF APPLICABLE, FURTHER CONSEQUENCES OF TESTING
Please assume that the result of a genetic test has no immediate medical consequences. Is there any evidence that a genetic test is nevertheless useful for the patient or his/her relatives? (Please describe) Yes, for the family genetic counselling is always useful.
